L14 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2004 ACS on STN 
ACCESSION NUMBER: 1996:245479 CAPLUS 

DOCUMENT NUMBER: 124:290284 

TITLE: Preparation of partial peptides of vascular 

permeability factor and monoclonal antibody 
recognizing the peptides and anticancer agent 
containing the monoclonal antibody 

INVENTOR (S): Okamoto, Masaji; Hanatani, Mitsuya; Kondo, Shinichi; 

Asanp^, Makotp; Matsumoto, Tomoe; Matsuo, Katsuhiko; 
Oomori Iwao 

PATENT ASSIGNEE (S): Toa Gosei Kk, Japan 

SOURCE: j pn . Kokai Tokkyo Koho, 9 pp. 

CODBN: JKXXAF 

DOCUMENT TYPE: Patent 

LANGUAGE : Japanese 

FAMILY ACC. NUM. COUNT: 1 

PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



JP 07330795 A2 19951219 JP 1994-125569 19940607 

PRIORITY APPLN. INFO. : JP 1994-125569 19940607 

AB The title peptides having at least one amino acid sequence represented by 
Tyr-Pro-Asp-Glu-Ile-Glu-Tyr-Ile-Phe-Lys (I), Gly-Cys-Cys-Asn-Glu (II), and 
Ser-Phe-Leu-Gln-His-Asn-Lys-Cys (III) , which are useful as antigens for 
prodn. of monoclonal antibody against vascular permeability factor, and 
vascular permeability factor monoclonal antibody recognizing said 
peptides, which are useful for diagnosis of, monitoring the progress of, 
and treatment of cancer and other diseases, were prepd. Thus, 57 peptides 
haying the amino acid sequences each corresponding to the 10 continuous 
amino acid sequence of human vascular permeability factor(l-l21) were 
prepd. by the multi-pin peptide synthesis on Fmoc- .beta. -alanine - 
introduced pin blocks for a 96-well assay plate and assayed by an enzyme 
immunoassay for reaction with MV415 antibody to human vascular 
permeability factor, which was produced by mice implanted i.p. with mouse 
spleen-mouse myeloma hybridomas (prepn . given) . The 6 peptides including 
H-Tyr-Pro-Asp-Glu-Ile-Glu-Tyr-Ile-Phe-Lys-OH, H-Met-Arg-Cys-Gly-Gly-Cys- 
Cys-Asn-Asp-Glu-OH, H-Cys-Gly-Gly-Cys-Cys-Asn-Asp-Glu-Gly-Leu-OH, 
H-Gly-Cys-Cys-Asn-Asp-Glu-Gly-Leu-Glu-Cys-OH, H-Glu-Met-Ser-Phe-Leu-Gln- 
His-Asn-Lys-Cys-OH, and H-Ser-Phe-Leu-Gln-His-Asn-Lys-Cys-Glu-Cys-OH, 
strongly reacted with MV415 antibody, which suggested that MV415 
recognizes the above 3 amino acid sequences I, II, and III. 
IT 175647-69-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ,- 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prepn. of partial peptides of vascular permeability factor and 
monoclonal antibody recognizing the peptides and anticancer agents 
contg. the monoclonal antibody) 
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1 

3 -cs s tu> 7 5 / mmmxitz&mm 4 -ess 

Mt*fl2] »#«lfc8©^7*yF£S8§rrsiiiLt 

gii&B^e/ 9u-+Mm. 

[W*S3] K#«2iE«©lfatfSiSfi:B7*y? D 
[0 0 0 1] 

[0 00 2] 

*fc LT^£ C ti>m e>ttT^£ [(Folkman, 
J. , Cancer Res. 46:467(1986)]. jM?ifrS=£3§*-f SB 

TJttttWWWWWtH^ttasIc fibroblast growth 
factor, bFGF) . &&mm%mm®m®? (acidic fibr 
oblast growth factor, aPGF). t&'SPifcm&gfm?/ 
ifoHiiiittB^ (vascular endothelial cell growth fa 
ctor/vascular permeability factor, VEGF/VPF), Jfil/h 
SS*l^^gSiaiimB^(platelet-derivedeDdothelial 
cell growth fact or, PD-ECGF) S&IWSWfcJfo 
'gfo&MI&lZttm-tzyim t LT trans foning growth 
factor-a(TGF-a), transfoninggrowtb factor-/? (TG 
F-/3), angiogenic tumor necrosis factor-cr(TNF- 
a)&£'#ffl£nT^S [Folkman, I. & Shing.Y., J. Bio 
I. Chem., 267:10931(1992)]. 

[0 0 0 3] jMEKittB^fcBl/Ttt. 77 
K 9^*J:0fth©iE#*fc»«»«iS 

UlCfcttf £ d 6^KSnTV>5 [(Perrara. N. , 
et.al. Endocrine Reviews 13:18(1992)], tft> th 

mmmm?\m&<Dimm£ te^tfeider, n, et. 

al. N.Engl. I.Med. 324:l(l99l)]^#*fflJBJg©]fil1?Sr4 
m^om*. 168:231(1994)], »-5V>«91K^«lC* 
W , £iliLff$r£[Adamis,A.P. et.al., Biochem.Biophys.R 
es. Comm. , 193:631(1993)] ICM-SUT^* Z.tf>m%2 

f (fit, fms-like tyrosine kinase) bttfe? 

5 z t t j: o wBrt's^y j-**fiarra c t ea> 

IC&oTl^SCDe Vies.C. et.al. Science, 255:989(199 

2)]*<, &i i gmmm : ?-t*<Dft®#t<Dnw.mmm 
^isV+frfcMmK^TK&miztemyiznx^te 



(2) ®&ii¥7- 3 3 0 7 9 5 

2 

[0 0 0 4] t hjfcfMttH¥«fi*Cov>Ttt-€-© 

cDNA*t-r-eic#»$nrJiSiBW<9M£^n. 75/11 
EWfejutsntti*. c©**aattH ; F*fc^& 

75/K8|g&©Jlfc54«£©£a (75ygSSlS& 
75512 1(1. 16 511, 18 9fi, 2 06ffl©4«D 

?w&n, *ne>©<fnn 2 ii@©75/KS»»© ! b 

© (VPF121) £ 1 6 5ffl©75 (VPF1 
65) jJ»Jll«rtA«iK*rt-*fffflj!iq|V»t«tonTV»* 
[(Ferrara.N. , et.al. Endocrine Reviews 13:18(199 
10 2)]. yPF121ttVPF165©*Jl/3P+>';p*«^jfi©4 4<B 
©75 /K7)t*}Sl/;fct>©-C»S#. VPF121tVPF165© 

[0005] *y*n-*;Hft#ttifafiiill WJ 
*n CJt'<T*Mttj&»K<. ttBft££tf 
*-T».5fc»^il*llfPl4©jKft*S*??l?. fflftM 
lCJ9-fcffiR©fc©£#*;i 1 >:#T£*. L1t&oT, 
«*Ttt4fc*Mfc*^«*WlCKJ«* ©«A©»K 

a? [0 0 0 6] bhjii«aiaftB : FK^t'5 ; E/i'n-^ 

-(Hafr'bvpFiestco^Ta-rTicsj^snT^sAt, * 

©tt#© JrtTOttHWOJW^ttW 6*TfcV» [K 
im.K.J. et.al. Growth Factors, 7:53(1992)]. Sfcv 
^Xty^D-^ttfrWf^fiaffiJiKohler A Milstei 
nlCtOIC-r-rtCttStStlT^Ottohler 4 Uilstein.Na 
tore 256:495(1975)], «S» IBS 

^ttfl^HMfcSfcKjttTS^y * D-*;Wft#©# 

k# *twr -a it* ic«fta-r «tfw t Lxm% ^ 
as (H^ifeH) sKigt-fs^. *;>;u—}-)\, 

*fc©, tftlS^ : ff©iJ©75/K7)^^M(C#ft-r 
[0 007] 

mmtfitm u± 5 t-rsswa] *55^ttvppi2i©-st 

tffc*©ffl»*iMWS c t & a w t T s. 
40 [0 008] 

[Mss»ft-r-5&©©*g!] ±x&wa 

©7 5 J ©*KUfcl0ffl©7 5 y K4» 6ft«S7 

aS©^^H!C*^T, d©^^Jt^I*69tC#^ 

nfcitiffajattB^c^-rsty v a-i-^mtR^ 

[0 0 0 9] BPS, *f593te. B2?i]#^2rS$tl«.7 
5/KE5U. E^S#3-CgStx«75yKE?iJXtie 
50 5iJ#^4TS2n575yKE?'J©5-&. '>?S<tfel 
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3 

CO 0 1 01 *»WO^^H». t hJb*»lttH? 

kej&i-* "&©•?»*. 

(1) */7D-7-*SW*:©Wfi 
*52i»©*/*n-:h*ffi;#tt» T^XSthVPFT 
ftftU MWkWkDIiiU zftt-?vz$xu--?m 

K*D«j6T*::t*»T**. c©/vf7*y P-v©« 
ifi«, WAtfKohleriMilstein©^ CNature 256:495 
(1975)) »C«kDff5Ci:««T?«*. 
[0 0 1 1] 0 jn#g**ffljfi®afi?$i 
ftSfflT^Xfctt. BALB/C, C57BL/6*Y*X, C3H&T 
7X*?**JB^Sn-&. *LT, fcST^XlE (8~12 
IIp) l'^LTVPF50~100 w g©S*fiilSi:UT2 

VPFK«Atf***?^>S - F5>X7x5--tf«S 

[0012]® 5XD-T«©SB8J 
5in-V|fflflattTtt, Sp2/0-Agl4(Sp2h P3/NS1/1- 
Ag4-1(NS-1). P3X63Ag8U.l <S*<*tfSft*. JItt6«i 

n©WHF*«tttifcictt3. 

(3) 8M&1K£ 

ptaBiat^xu-^aajBtsi : i~io: ioh^-ch 

£U # : fSl000~4000©#'JX? : U>7*U:i-* 

TPEGtws) . ***?3Q«^-y*«JM>, n 

ffliaSr30~40'C. 1 ~ 3 ftlBH bt2> Ct\Z 

<fc offlaasi^srff 3 c 

[0013]® /Vf7*'J H-VOWi 

m$»b (/w^u k-v) ©a^«, t **■»}■ 

(10-»~10-'M) . 75/7x1) > (10- 6 ~10" ? M) , 
x5*V> (10- 6 ~10-«M) . ^x->ij> (100~200*(4 
/ml) . <FJMEJlflt (10-20%) , XFW7>T'f-» 

(ioo~200/tg/Di) , 2-.**;&7>x*/-* do 5 

~io-«m) &tsts&mt6mm»x*mh, *wlt< 

*«B*A-f7*»J F-VtbTSJRTS 

&®tsmtiT\t> »«»aifi©«titc-Ki*fflv^ns 

RPMI 1 64 0»ft&, -f-^MEMlgtt. <fX37 

[0014]© /Vf7'J F-v©Jg* 
/W7'J F--7©7D->fca. HJMRSUfcfcJ:9. 4> 

»%«ifi©»«tp«icuT««-rn«. 

?8©iaft:(MV415) *tg4^n*. 9*. 5~10X10 6 ffl 



(3) !|$&W7-3 3 0 7 9 5 

/■l©/vf 7*U F-t»B*. (10%) , * 

X->'J> (100*ffi/ml) . XhW7>Y-f$/> (100 /i 
g/ml) . 2-**;&7'FX*/-* (5X10- 5 M) 
tfRPMI 1 6 4 0J$a«t'-r5%CO 2 #fiT. 37X;> 
3-40 « :tC±5 T*«*«P fc«#««» 

», 3«$n*. /vf7"'J F-yMISSBALB 

■*■* K#fg?li©fii#£88l3-8:S E 

[o o 1 5] © *jtru—)-)m&<jmm. 
io M7ov-vnm<Dmmi't>x\m*mzmiLit=E 

/7D-x*SimimT©«fc5KUTSBXSn, ftss 
n*. BPS. ft**>&fflV>&ftT^*tt£#Hfe PE 

5a^nvH^77^-SfflVi«*i6-C»S. Sfc, 7n 

77^-C«t^^ , b|iJfflT#*, t/^n— r*ft# 
©IMfctt. 0*ftftM«tt, i>XXf>7u<9y-4> 

G7-f 7*-f7*©ft£tt. */*o-x*iK#©»3Bft 

a. 

[0 0 16] (2) t/^n-7-*tt#©R«»ia:©H 

© VPP©7S/K£^J©-$#t;:fflMJ-r5^7 , xF© 
t h VPF121©7 5 / £ ©7 5 J »«£»*<$»© 

73 a«!bfci(H@©75ys*it5©^7*^ 

PfcLT, 57«g©^7>F£«rr*. I9:ft£n&# 
"<7*x Ftt, 0!l;ttfv;i<xfc!>^7"x F&jfttt[lbej 1, 
30 N,J, et.al. J. Immunol. method. 134:23(1990)]^lX<tD 
SritTSEitftTSS. ft. SlSbfc'^xFCfcftfc 
** h 7**7*5' t F Sffl V^T7 5 y S fcJfcST * C 
tlca:r)ff5ri:*tBj|gr*.5. 
[0 0 1 7] © MV415ta»tSifi:-r5^7'5 1 F©^ 
£(±©«t 5 1 ^T&]SLfc57a©^7•? 1 Fttt FVPF121 
©^«ICM^fSfc©Tfc.5. Lfc*t 0 T, 578©^ 
7*5- F £lff415tt#t ©RnSttfcH^S CttCi 0MV415 

[0018] *»Ba©vpF*y*n-7-*tt# 

RftLttV*. WAtf, <B*©«a©^K»5V»ttJ&«-r 

Tft^Sfi^f «. #«P«-»Ctt. Bit. 

T. «f*. »8RttW, ffifJSSi&^tJ. *fc, *© 

50 K. a#O»lc«fcDS)S:0. iKIBiBKia^SJlt^-ce 
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(4) 

5 

•5. £©«£, ^^©VPF^/^D-^I/^©* 

m®tLTmt<ftzts%>mm l-ioomg/tsfM/ b 

[0 0 19] *8liCDVPF ; t/i'D-*^*rE#£lgn 

&4-rs®s. ^ntcigffl^na^j. ss&ai ass 

«PJB*#WWtl/Ttt. MM. 9L*. ^ 

*BCH»wa**<aiftj(S«n?*-3T , bJ:v». sic. 
co o 2 o] #«P8:5©«£fctt. a 

[0 0 2 1] PLC/PRF/5KtfHT- 

i o 8 Qox-Y^$7Mmik&m^T*3mo> : £j z 

ofc. B««ffiflSPLC/PRF/5X«HT- 1 

0 8 0£T?X (X-HV7X) ic&su «»»*»-e 

K0. in*W©3»-FT">XOlMMrFISlMtl/&. 
[0 0 2 2] iNiaH*0*»W©*ydm-*;HfM* 59 

ioo/ig/-7^x/B©JS:4aT^mo[Hiia:^Lfc 

(tt*Btt. #*I&1~4, 7~llfttfl4BBfcL 

mtbjt. n, «»(cffifflUfcT^xa> *n-en©« 

4ETffo&. 

[0 0 2 3] fcSfclMf©#jSRtfB«©*SS <# 

so sits* sis^@2ic^-rfio. i^-fn 
©BS»s£*bfc*£Tt>. nMBtfimstttfaB 

Sftfc. 01ttPLC/PRF/5SSr, H2ttHT- 40 

1 0 8 0 8©B£»£#ffiLfc«£©«g*£S1-. £ 

fc, 0ifttfa2<p. raj [i*/?D-^;vtri#!8:-£ 
-*;vffi#sx-Fv7XK&#tTt>#s«<j>ttB© 

•5. 

[0 0 24] 

mmm) etf. nmmizzQxm&wzmmztsi 



ftH!¥7-3 3 0 7 9 5 

6 

[0 0 2 5] GfcKfll) 

(i) wt/^n-^mtftaft-rs/vrr/'jp- 
v©^s 

¥8itfcthVPF cDNAfc. i^JV^^^-^ S-f-5>X7 

(cst) t©«^ge (gst-vpf) tvxxmm 
?%m. 3 * s c t ic<fc o fitu t l x^ffl -r s s e £ a 

7X*/7n-t;l-ffi#:£ft8iL&. GST-VP 
F (100 tfg)&7D-f>h 5££7 5>a n > F t$fiil£ 
U KilS&SBALB/C-T^XWlgfirtCOB. 140ft. 
25Bft© 3 Sta^T* £ t\Z*. r> &&L&T<7X©B¥8I 

tetT^xsxn-Tffl^ (SP2) tfttfyx^i^y 
•J n -jm?£Tt i ftm >*o.s<->< 3 >tz z.t\z 
zvmmiiAGzwt. ff6nfc«^ifflsasHATS» 

[t^*-y->5 1 > (ixio-<m) . 73y7x'J> (4 

XIO 'M) , ?5.i?> (1.6X10' 5 M) , ^-->"J> (1 
OO^S/ml) . XFl^F - ^ ^> (lOOtfg/ml) , ^ 
fi&!«Jto« (20%) . 2-pUP;<j7>x*/-;p (2xio 
" 5 M) S^tfRPMI 1 6 4 0#W «PTJS«t-5it 

[0 0 2 6]-^, t hVPF^^-r^SSS. *(BU 

"CSaSaccharoiyces cerevisiaelCjilA"f •S^tlCJ: 0 

9=7-74- (*V-S ; TSK-SP650) , SSSaKR^y 
^agjg^DTh^57^- (77JWv78i ; Superdex 

-75) Sff^ctlcir), SSS*©fcl>vpF (KT ryv 
PFJ fT-5) SUSL-fc. C©YVPPt^D->fl:l,fcA 
-f^'J F— 7©«*±«©KJgtt&ii|gftgEaj3£SlC t fc 

e^-rs^/f D-^ttft*MV4i5t#«u&. m, 

tt. ai8a*«l«tt«K4*I#lMlft*»3WrCFE 

RM P-14346i:l/T?fie3nTV^. 

[0 027] ( 2 ) VPF^y ^ D-^Ptt^OpiiJ 
aWl/ZtA-f^'J H-TS^-HT^XWKErtlc^ffi 

C©tt*«P^67 , ax'f>G77W-x^-*5A (MA 
bTrap Gil. 7r;VVS/7tt® Sffl^Tty^n-^ 
Sfc$x^©^5XStaT-i;xftS^ 
n7'J >V7>7 7Z®mttfrZR^itBmfi&mfe& 
iCiOW^fcHS*. ^lSiaftW^^Xtt^aTfto 

[0 0 2 8] (3) {OTP #'J^n-±;PK«w<of^H 
GST-VPFSfiilSttTftSKiDy-y-^S^iffit^. ft 

5/»^DVb^77-f-lC«fcD'>-y-*ttVPF#Ui'0- 
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(5) 

7 

*ftl/TF(ab')itH«U 7KS K!feCJ:D'U'* 
+->^— tft^Sti-, ifgS^bfc^th 

[0 0 2 9] (4) *y?n-^;HK&£YVPFirosj£ 

tt 

MV415taft: tYVPP t ©ElS©ftft S»^ftSEiW^teK J: 
0 ll^fc. £1*96ft©»SifcSiliJ£ffl F ICMV415 
(5/zg/ml) *Xtt4t:T-Hfcl«*«£fcfcJ:0M 
V415ft#£ :7V- F O.lX^S'Jilfliy* 20 

73 > (£TF TBSAJ fTS) fcStfPBSTTV- 
F©ft£6[aIifc#Ufc&. l!%;BSA££tJPBS£ft 
-fflCAnSfiTlP#WKfiLfc. ftjfe&lSSBSAS 
£tf P B S tt* OJ9«»YVPFSAn^ii-C 

ItifffltSL&ltc. 0.1XBSA*-tttPBST?6lHl*» 

trg»u&c-9-*ttvpp#'ji'D-± 

(O.l^BSA.PBS^fflt) £An3ilT 1 HW&iSL 
fc. 0.1%BSA££&PBST6@ft#&0.2mg/ml:t 
h 7i- k>-/75 >£<fctf0. 015Xii8ft*3R^ 
tM).15M*X>MI«* <pH5.0 )*AftT»fl*tt a> 
it. KJ6«10%fiSR£»ATtf±3-&m ftiKtf (OD 
490/650) SSJfcUfc. «-t©^r}*-CSI^ Ufc<g*Sr^ 
57K7 r n7 M/H3»C*l/&. YVPF©«a;ino~200 
ng/BlCDttHT«3t«0«l)!lP»Cil*tt*»BJ66n, MV415 

tnmwp?t®m\zmtz> z t&&zfz<Dm%%-? 

10~200 ng/ml ©YVPF#5£g-C£ 5 C tWt>fr? &. 
[0 0 3 0] (5) t/irn-^AttftOBSSttOW 



ff$BB¥7-3 3 0 7 9 5 

S 

(a) VPFOTSyKE^-iS^lCffiafS^^H 
©fPS 

b hVPF121©7S/**a>6©75ya88»at«ft® 

73/K*5. atsi/fciofl^syssirp©^^ 

e>^^H^rt8cDtoeJi.H,I, et.al. J. Immunol. met 
hod, 134:23(1990)]fC«fc O^Lfc. 

[0031] ^6ft7y^:7V-Fflit:>:/ny? 

(Fmoc) -0-79=>*6tt'<'JS»CJ:9Fki 
ocg£&3cUm i'S^nM'i'flJUtfy-fS Hit 
F Df , >'\>!/ F U 7 7-;H¥«TTFmoc-7 5 / 

mztt. N,N-^^^*;vA73H-cftm w 

S>->? DA*->AMJ?-f 3 Hit FD+5"<>V F »J 
7 4 /-;H¥fiT-CFmoc-75/RSI8'&Sft. 
£«WE1-££lCJ;DB«©^7:PF£Sfi&Lfc. *8£ 
E*»m il*»»"C7-fe5 i JWfc*ffV^ SSIcF'J 

fc * 7? F B t > * <PttJ8fS<P fc«T C t C «t 0 « 0 ffl 

F*ffl^T73/SSr«*f'5^tlCj:OfTofe. 
bfc57ffl©<^5 1 F©73 /KBB^JSKT©* 1 ICS 

t. 

[0 0 3 2] 
Ml] 
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(6) 



7-330795 



10 





■n m im zx. 

E 71 4 i 




s ?y 41 ffi 


1 


l-iouiaProwtAltGluG]yGlyclyvlnAin; 


30 


59-68 (G 1 yCycCysAanAtpG 1 uG lyLeuGI uCyj) 


n 

Z 


3-12(wtAlaCluClyvly\JlTwliAsaIiisHl3; 


31 


61-70 (Cys As nAspG tuGI yLeuG luCy sVa I Pro) 


3 


5-141GIUG lyGlyUyvlnAsruusHUGluva U 


oo 
32 


63-72 CAtpGI uC i ywuC 1 tiCy aVa 1 ProTbrC 1 a) 


* 
4 


7 - Lo lu l yG I yG I aAaofl 1 aH i sG li va I va I Ly sj 


33 


65-74 (G 1 yLeaG 1 uCy sva I ProThrG luG 1 uSer ) 


5 


9- IolU InAanHlaH laG luvi IVa ILytrneMet ) 


31 


67-76 CC 1 uCy* Va 1 ProTb rG 1 oC luSerAin 1 1 a) 


0 


U -aJiHlSH ISvllValVal LysJ heWetAJpVa u 


35 


G9-78(Val ProThrG) uGluSerAsnl leThrltel) 


7 


a ci\M i u¥ a iva I LyirnaK tASDVaiTyru I w 


00 


H-80CTnrClaG luSerAsn 1 1 eThrMetu 1 n 1 1 1) 


a 
0 


n>-*4vvai lyar ft we t A&pva uy ro i a Argse r; 


or 


73-82 CG 1 uSerAan 1 1 eihrMe LGlnl leMe tAri) 


a 


1 7*£o if fie it e t m pva l Ty r G i nAr gse 1 ti r vy sj 


3o 


75~84 (Asd 1 1 eThrie IG 1 a 1 1 eltel A rg 1 1 eLy s) 


10 


19-28CA5pva ITyrGl a Ai?SerTyrCy am sr ro) 


39 


77-86 (ThritelG to I letfe tAr g 11 cLysProHi s) 


11 


Zl-30wyrG InArgSerTyrCysHlaProl leultu 


40 


79-88 (G la 11 eltetArgl 1 eLy sProH i sG 1 nG 1 y) 


in 
12 


23-32 (ArgSerTyrCyalUaProI leGUThrleu) 


41 


ai a a /\f _ i ia a *% tfi jii At ai to \ 

81-80 Die lArg 1 1 elysProHi aG 1 nG 1 yG 1 nH \ a) 


13 


25-34 (TyrCysHl8rroIU6lunirLeiVaIA3p) 


42 


83-92(1 l&yjProHUGlnG!yGloH!slleGly) 


14 


27-38 (Hi sProI leCUThrLeuVilAspI lePhe) 


43 


a5-94(ProHiiGhGlyClnHiaUeGlyCluMcO 


15 


29-38 ( t leG luTarLeoValAspl tePheG InGlu) 


44 


87-96(G!nGlyGlnSisl leGlyGluKetSerPhe) 


IS 


o i j fx f*mt^t it i a * i i nit m i _Ai v\ \ 

31-40 (ThrleuVa 1 Asp 1 1 ePheC loCI alyrPro) 


45 


89-98 (C laHi 1 1 1 bC I yC 1 lilt) tSe rPheUuG 1 n) 


17 


33-42(ValA3pncPhe<i laG luTyrProAspGlg) 


46 


91-100(1 leGlyGlaJKetSerPheLeuGbHlsAan) 


18 


35-44 { 1 1 ePheG 1 nG luTyrProAipGl o I leCIu) 


47 


.93-102(CluMe tSerPheLeuClnHlsAanLyaCys) 


19 


37-46 (C UG luTyrf roAspG lu I lcGUTyr 1 te) 


46 


95-104 (SerPheLeiG t qH i sAsoLyaCysG luCy s) 


20 


39-48 (TyrPraAspG.ii I leGluTyri lePhelys) 


49 


97- 106(LeuG 1 nH i jAanLyaCysG I nCyiArgPro) 


21 


41-50 (AspGluIlcGlgTyrllePhcLyjProScr) 


50 


99-108(H.sAsnLfsCyaGluCysArgProLyslys) 


22 


43-52 ( 11 eC 1 uTy r U cPhe Ly sProSe rCys Ya 1 ) 


51 


lOl-UOaysCysGIaCyaArEProLysLyaAspAre) 


23 


45-54{TyrI lePheLyaProSerCysVaJPrpLeu) 


52 


103-U2(GluCyaArgProLy3LyaAapArtAlaArg) 


24 


47-56(Ph6LysProSerCysYalProLeal!etAr£) 


53 


105-114<ArgProLysLysAspAr8AIaAr{GlQGIu) 


2$ 


49-58 (ProSerCyaVa IProleuMi tArgCysC ly) 


54 


107- 1 16<LysLyaAspAr |A laArgG 1 nG 1 sAanPro) 


26 


51-60 (CysYal Proleofctet ArgCysGI yG lyCys) 


55 


109-1 !8(AspAr iAlaArgC UG luAsnProCysG ly) 


27 


93-62(ProLeuii8tAr£CyKClyGly€ysC7SAsn) 


56 


n0-l20(AlaArgClnClBAsnProCTsGlyProCys) 


28 


55-64 (Me t A rgCysGl yG 1 yCysCysAsnAspG lu) 


57 


113-121(ClnCluA$nProCy3CIyProCys5er) 


29 


57-66 (CysG lyG lyCyaCyiAsnAapGl qG ly leu) 







[0 0 3 3]^^ lfre>5r£r<D$frteU?N 
#^S*-T. M. rfi^ij«0fj lCl2«bfc#^ (m- 30 
n) «, ffi^##ltcBH«©75yKE9>l©5^<si#B 

(m#g) »&«J*i (nSl) ST(0fiBlCffiai-5 
fcOT**«>***t«. MAtf. IS)3'J#^l©fi?iJ« 

CO 0 3 4] (b) MV415tt^tKJg-r*'<7'9 l H©W 
2iro±««(:»{S1-*fe©-e»«.. L/fc**r3T. 578© 

[0 0 3 5] 967XX5P>A^l^-K (ttS^-^^-f 
htfcH) lC2X^*^7JkxtF£An3iiT2l$IW 
»fibft&*Ti*»U, 57«©10«M^^5 1 H«»$A 
n4 , CT-i*ij[Sbfc. O.lXBSA^tfPBST^ 
U—h©ft£6[s!iSfc8H,fc&. l^BSAS^tJPBS 50 



sxniM?iraMi/fc. i%BSA*^tfPB 

S«*H£«. CU-^ttVPPttft (0.1%BSA,PBS»jS) 
*AnStaTl^fWK@L&. 0.1 XBSAS-^tJPB 

It^lgG (*y^;Utt ; 0. lXBSA,PBS^at) SAn^ii 
Tl^W&BUt. 0.1 «BSAS^tTPBS-C6lHlSfe 
#»0. 2mg/nl *)l> b y x- U>^7 3 «fc^0. 015 X 
i&K{b**££tT0.15M*X>&$ffiS3c (j>H5.0)£An 
T5!fiS#&. Kl6:ttlO^«6K*DnAT<?±$^fc^ 
K3tS (0D490/650) «±©^J£l?a3^U 

[0 0 3 6] !M15ffi#te57Sg©^7? 1 K©'p-t?^7 
?FWJ#^20#, 28#. 29#, 30#, 47#> 48#©6 

t?o^^Hfcai<E*bfc. ^^Haamm. 29 

&«30S©^7'?Htrtt, ««C r£nj->>. ->xx-f 
X ->^f-f>. 7X/^5^>. 7X^5^>K. ^ 

MV415tt^«ffi?HS^ 1 Kga«©gi59~64#§©7 5 J 
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(7) 



&HPF7-3 3 0 7 9 5 



11 



12 



*ac#*nTt>«JltJ:D. £©M«TteMV415#i;# 

i ick«©?695~io2#ii ©7 s smmmm 

[0 0 3 7] lfe*«oT. MV415!a&«. E?U##1 C 
E*l/fcVPF©75y»E*l«f', ^39~48SB©75/ 
MG*I (E?J#^2) . IB59~64#B©7 5/&E?IJ 

(E^JS^3) fc«ktfSg95~102#g©75/gE?'J 

(E?tJ#*f4) *B»l/rv>*fe©£sM.&ttS. 

[0 0 3 8] «#tt*>/^Il©*I6IC«Hl/0»*« 

l:-«Bffil±©^il«!a75/»iB?llCR{ST5j:t*t 
&£>. M¥415|(t#]WfPFfO=«Br075y«BJII»»fc 
RJ&l/fcilfciD, *fit#J4=«0f©75y|6E?iJ«» 

[0039] «**>/t*K*>M;i*©iH**fT3« ao 
a«Trtt*o»firr«)j'n-=>y*ff^. *©£ 

SB2^J<kO^>/^®©75/KffiW : ?3iTlr2>. C 
©73/«EW*fe£Kl,T«*tt©m>«raS«* 

Tt»*. »*tt©Si^«fi©JiilSIC»Hoop&Woo(is6© 
£i£[Proc. Natl. Acad.Sci. USA 78:3824(1981)]^:^: 

■91: 

Ala Pro Met Ala Glu Gly Gly Gly Gin Asd His His Glu Val Yal Lys 

15 10 15 

Phe Met Asp Val Tyr Gin Arg Ser Tyr Cys His Pro He Glu Thr Leu 

20 25 30 

Val Asp He Phe Glu Glu Tyr Pro Asp Glu He Glu Tyr He Phe Lys 

35 40 45 

Pro Ser Cys Val Pro Leu Met Arg Cys Gly Gly Cys Cys Asd Asp Glu 

50 55 60 

Gly Leu Glu Cys Val Pro Thr Glu Glu Ser Aso He Thr Met Gin He 
65 70 75 80 

Met Arg He Lys Pro His Gin Gly Gin His He Gly Glu Met Ser Phe 

85 90 95 

Leu Gin His Asn Lys Cys Glu Cys Arg Pro Lys Lys Asp Arg Ala Arg 

100 105 110 

Gin Glu Asn Pro Cys Gly Pro Cys Ser 
115 120 

[00433 : 2 mmmm h 

E*U©fi£ : 1 O 

H*nj>-:lMHtt 50 



[0 0 4 0] fiUOC&feS, E*1J#^2> 3fttf4fc 

b« t £ 7 s / &mm %ntz*-7?m, chvpfk 
«f. «*tfvpp*»»fcjtr*vppfl!)ii**a©»«ft"r 

*&»©tt*fcl/T*Jfl"C**. SI'. 2 
[0 04 1] 

l%W<D®m *%®\z£ri> VPP©-8&#©^7> H 

*%M©^7'5 1 Htt. VPPfcMi-£*/£D-:Wift; 
*^Sf-5fc»©fillItUT»fflT&0. K^T" 

^KiKjrfsSfBEoty^n-^ffifttt, vpf© 

[004 2] 

HER*] 6E5V#^ : 1 
EMOftS : 1 2 1 
E8I©£ : 75 /& 

E*i©8S : *>/^SI 
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(8) 



7-330795 



13 



Tyr Pro Asp Glu He Glu Tyr He Phe Lys 
1 5 10 

[0 0 4 4] BE*lJ#*t: 3 
&m<Z>&2 : 6 

emowm •. if? h 
mi: 

Gly Cys Cys Asd Asp Glu 

1 5 
[0 0 4 5] ffi*J#*t: 4 
mi<0&2 : 8 



14 



mm-. 

Ser Phe Leu Gin His Asn Lys Cys 

1 6 

[01] MV4i5ffi#<ajmfi^tt£*TimN&5. 
[02] MV415Stft©S ! i«*gtt§*fST**. 

[S3] ^lsttfroTOPKjrrswiWttts-rH-e 
jo [04] t hvpFm* <r>-mmtn^-r^m<r>^9 



[01] 



[02] 




10 100 
YVPFftvM) 
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10 



20 30 40 



50 
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(9) 



ftBB¥7-3 3 0 7 9 5 



(5DiDt.ci. 5 mam ifftm&n fi m&*®m 

C12P 21/02 C 9282 -4B 

21/08 9358 -4 B 

//(C 1 2 P 21/02 

C12R 1:19) 

(C 1 2 P 21/02 

C12R 1:865) 

(C 1 2 P 21/08 

C12R 1:91) 



(72) m m 



mmw% mm m 
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